We claim: 



J(f K method of s\jreening for a ligand analog, said method comprising the steps of: 

a) addir^g a candidate ligand to a non-naturally occurring celt surface receptor analog 
comprising an amino acid sequence that is less than about 95% identical to the 
extracellular domain of a corresponding naturally occurring human cell surface 
receptor, wherein said receptor analog binds a natural ligand for said naturally 
occurring human cell surface receptor at the same or higher binding affinity than 
said naturally accurring human cell surface receptor; and 

b) determining the mnding of said candidate ligand to said receptor analog. 

2. A method according to claim l\wherein said cell surface receptor analog is on the surface of a 
eukaryotic cell. 

3. A method according to claim 1 , wherl^in said cell surface receptor analog is on the surface of a 
prokaryotic cell. 

4. A method according to claim 1 , wherei^ cell surface receptor analog is on the surface of a 
vims. 

5. A method according to claim 1 , wherein said cell suijace receptor analog is immobilized on a solid 
support. 

6. A method according to claim 1 , wherein said cell surface receptor analog is in an aqueous solution. 

7. A method according to claim 1, wherein said cell surface receptor analog comprises only an 
extracellular domain. 

8. A method according to claim 1 , wherein said cell surface receptor analpg comprises an extracellular 
domain and a transmembrane domain. 
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9. A method according to\laim 1 , wherein said cell surface receptor analog comprises an extracellular 
domain, a transmembrane domain and a cytoplasmic domain. 



10. A method according to claim \ further comprising the steps of: 

c) designing said cell surface neceptoi^analog, wherein said step of designing is executed 
by a computer program ana wherein said cell surface receptor analog has a calculated 
structure that is different f rom Vcajptflated structure of said corresponding naturally 
occurring human cell surface receptor; 

d) synthesizing a nucleic acid encoding said cell surface receptor analog; and 

A method of schaening for ligand analogs, said method comprising the steps of: 

providing a eukar^o^ cell, comprising a non-naturally occurring cell surface 
receptor analog comprisiqg an amino acid sequence that is less than about 95% 
identical to the extracellular domainof a corresponding naturally occunring human 
cell surface receptor, wherein saitkreceptor analog binds a natural ligand for said 
naturally occurring human cell surfafee^eceptor at the same or higher binding 
affinity than said naturally occurring hunri^^cell surface receptor; 

b) adding a candidate ligand to said eukaryotic cfeH;and 

c) determining the signaling of said cell surface receptb^analog. 

12. A method according to clai\l 1 , wherein said cell surface receptor analog is a chimeric receptor 
comprising an extracellular domain anci^cytoplasmic domain from at least two different 

cell surface receptors. 

13. A method according to claim 1 or ly^^her^^ cell surface receptor analog comprises an 
exogenous dimerization domain. 





14. A method according to claim 13, wherein-said^ogenous dimerization domain is fused to the 
cytoplasmic domain of said cell surface receptor analog. 
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15. A method according to daim 1 3, wherein said exogenous dimerization domain is fused to an intemal 
site of said cell surface receptor ; 



:or ^lalog. 



16. A method according to claim 1^, wherein said exogenous dimerization domain is fused to the 
extracellular domain of said cell surface receptor analog. 



17. A method according to claim 1 or 1 1 , wherein said naturally occunring human cell surface receptor 
is a cytokine receptor. 

18. A method according to claim 1 or 11, wherei/iVvo monomers of said naturally occurring human 
cell surface receptor are crosslinked, whereby said r(on-rv^turaily oc^Mrring cell surface receptor analog 
is formed. 



19. A recombinant chimeric cell surface receptor complex, (^prising at least two different monomers 
of a non-naturally occunring cell surface receptor analog wherein each of said 

monomers comprises an amino acid sequence that is different frWi an amino acid sequence of a 
corresponding naturally occunring human celLsurface receptor, and wl^rein said recombinant chimeric 
cell surface receptor complex binds a natural ligand forsaid naturally occurtmg human cell surface receptor 
at the same or higher binding affinity than said naturally occun-ing human opll surface receptor. 
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